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Species—-specific transport systems for nucleobases and urate
in small intestine.
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MFERRRE O EE (3£30) : Nucleobases are important compounds that constitutteosides and nucleic
acids. Although it has long been suggested thatifipdransporters are involved in their intestinal
absorption, their molecular entities have not biemtified in mammals. In the presence study, we
could successfully identify rat Slc23a4 as thet faedium dependent nucleobase transporter (SNBT1),
which is highly and only expressed in rat smalégtine. When transiently expressed in HEK293 cells,
rat SNBT1 could transport nucleobases such aslutiaginine, guanine, hypoxanthine and xanthine, as
well as urate. It was also found that the geneototious to the rSNBT1 gene is genetically defediive
humans. This may have a biological and evolutiomalaning in the transport and metabolism of
nucleobases and urate.
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Fig. 1 Concentration Dependence of Urate Uptake by
rSNBT1 Stably Expressed in MDCKII Cells. Mean + S.E.
(n = 4); specific uptake of{C]urate for 2 min at 37°C and pH
7.4; the computer—fitted parameters with S.E. @).=
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Fig. 2. Inhibitory Effect of Various Compounds on Urate
Uptake by rSNBT1 Stably Expressed in MDCKII Cells.
Mean + S.E. (n = 4); specific uptake &iGJurate (4uM) for 2
min at 37°C and pH 7.4; the computer-fitted paramsetvith
S.E. (n = 5 — 8); uptake rate in the absence oibitan
(control), 6.81 + 0.21 pmol/min/mg protein.
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Fig. 3. Effect of ko143 on Urate Uptake in HEK293 Cells
Transiently Expressing rSNBT1 and rBCRP. Mean *
S.E. (n = 4); uptake of“[Clurate (4uM) for 30 min at 37°C
and pH 7.4; ko143 (specific inhibitor to BCRP) centration,
10uM, control, 673 pmol/30 min/mg protein; * p < 0.05.
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